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ABSTRACTED-PUB-NO: WO 03046152 A2 
BASIC-ABSTRACT: 

NOVELTY - An isolated polypeptide (I), is new. 
DESCRIPTION - An isolated polypeptide (I) comprises: 

(a) any of the 69 fully defined sequences of 36-1449 amino acids given in the 
specification; 

(b) a naturally occurring amino acid sequence at least 90% identical to 60 
sequences from (a), at least 92% identical to 126, 756 or 359 amino acids, at 
least 96% identical to 1449 or 957 amino acids, at least 94% identical to 715 
or 120 amino acids, at least 91% identical to 1442 amino acids, or at least 93% 
identical to 569 amino acids; or 

(c) a biologically active or immunogenic fragment of the polypeptide in (a) . 
INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated polynucleotide encoding (I); 

(2) a recombinant polynucleotide comprising a promoter sequence operably linked 
to the polynucleotide in (1); 

(3) a cell transformed with the recombinant polynucleotide; 

(4) transgenic organism comprising the recombinant polynucleotide; 

(5) producing or purifying (I); 

(6) an isolated antibody, which specifically binds to (I); 

(7) an isolated polynucleotide (II), comprising: 

(a) any of the 69 sequences of 616-7783 bp, given in the specification; 

(b) a naturally occurring polynucleotide sequence at least 90% identical to 65 
sequences from (a) , 97% identical to 1453 or 1625 bp, at least 91% identical to 
703 bp, or at least 99% identical to 2220 bp; 

(c) complements of (a) or (b) ; or 
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(d) an RNA equivalent of (a) -(c); 



(8) an isolated polynucleotide comprising at least 60 contiguous nucleotides of 
(ID ; 

(9) detecting a target polynucleotide or (I) in a sample; 

(10) compositions comprising the polypeptide, an agonist compound, an 
antagonist compound or an antibody, and an excipient; 

(11) treating diseases or conditions associated with decreased expression or 
overexpression of functional MDDT; 

(12) screening for a compound that is effective as an agonist or antagonist of 
(I), that specifically binds to (I), that modulates the activity of (I), or is 
effective in altering expression of the target polynucleotide; 

(13) assessing toxicity of a test compound; 

(14) a diagnostic test for a condition or disease associated with the 
expression of MDDT in a biological sample; 

(15) diagnosing a condition or disease associated with the expression of MDDT 
in a subject; 

(16) preparing a polyclonal or monoclonal antibody with the specificity of the 
antibody in (6) ; 

(17) a polyclonal or monoclonal antibody produced by the method in (16); 

(18) compositions comprising the polyclonal or monoclonal antibody, and a 
carrier; 

(19) generating an expression profile of a sample containing the 
polynucleotides; and 

(20) an array comprising different nucleotide molecules affixed at distinct 
physical locations on a solid substrate, where at least one nucleotide molecule 
comprises a first oligonucleotide or polynucleotide sequence specifically 
hybridizable with at least 30 contiguous nucleotides of the target 
polynucleotide . 

Gene therapy. 

USE - The polypeptides and polynucleotides are useful in diagnosing, treating 
and preventing diseases or conditions associated with the decreased expression 
or overexpression of MDDT, such as cell proliferative (e.g. cancer, 
atherosclerosis), neurological (e.g. epilepsy, Huntington's disease, stroke), 
immune/inflammatory (e.g. AIDS, allergies) and developmental (e.g. 
Hypothyroidism, Cushing's syndrome) disorders, or infections. These are also 
useful in assessing the effects of exogenous compounds on the expression of 
nucleic acid and amino acid sequences of MDDT. The MDDT or its fragments are 
useful in screening compounds for effectiveness as agonist or antagonist of the 
polypeptides, or in altering the expression of the target polynucleotide and 
compounds that specifically bind to or modulate the activity of the 
polypeptide. The microarray is useful in monitoring or measuring 
protein-protein interactions, drug-target interactions, and gene expression 
profiles . 
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EQUIVALENT-ABSTRACTS : 
BIOTECHNOLOGY 

Preferred Method: Producing (I) comprises culturing the cell in (3) under 
conditions suitable for the expression of the polypeptide; and recovering the 
expressed polypeptide. Detecting a target polynucleotide in a sample comprises 
hybridizing the sample with a probe comprising at least 20 contiguous 
nucleotides comprising a sequence complementary to the polynucleotide in the 
sample, where the probe specifically hybridizes to the target polynucleotide to 
form a hybridization complex between the probe and the target polynucleotide or 
its fragments; or amplifying the target polynucleotide or its fragment using 
polymerase chain reaction amplification; and detecting the presence or absence 
of the hybridization complex, or the amplified target polynucleotide or its 
fragment, and optionally its amount, if present. Treating diseases or 
conditions associated with decreased expression of MDDT comprises administering 
to the patient the composition comprising the polypeptide or the agonist 
compound. In treating diseases or conditions associated with overexpression of 
MDDT, the composition comprising the antagonist compound is administered. 
Screening for a compound for effectiveness as agonist or antagonist of (I) 
comprises exposing a sample comprising the polypeptide to a compound; and 
detecting agonist or antagonist activity in the sample. Screening for a 
compound that specifically binds to (I) comprises combining the polypeptide 
with at least one test compound under suitable conditions; and detecting the 
binding of the polypeptide to the test compound to identify a compound that 
specifically binds to (I). Screening for a compound that modulates the 
activity of (I) comprises combining the polypeptide with at least one test 
compound under conditions permissive to the activity of the polypeptide; 
assessing the activity of the polypeptide in the presence of the test compound; 
and comparing the activity of the polypeptide in the presence of the test 
compound with the activity of the polypeptide without the test compound, where 
the change in activity of the polypeptide in the presence of the test compound 
indicates that the compound modulates the activity of (I) . Screening a 
compound for effectiveness in altering the expression of a target 
polynucleotide comprises exposing a sample comprising the target polynucleotide 
to a compound under conditions suitable for the expression of the target 
polynucleotide; detecting altered expression of the target polynucleotide; and 
comparing the expression of the target polynucleotide in the presence of 
varying amounts of the compound and in the absence of the compound. Assessing 
the toxicity of a test compound comprises treating a biological sample 
containing nucleic acids with the test compound; hybridizing the nucleic acids 
of the treated biological sample with a probe comprising at least 20 contiguous 
nucleotides of (II) under conditions to form a specific hybridization complex 
between the probe and the target polynucleotide or its fragment in the 
biological sample; quantifying the amount of hybridization complex; and 
comparing the amount of hybridization complex in the treated biological sample 
with the amount of hybridization complex in an untreated biological sample, 
where a difference in the amount of hybridization complex in the treated 
biological sample is indicative of the toxicity of the test compound. The 
diagnostic test for a condition or disease associated with the expression of 
MDDT in the biological sample comprises combining the biological sample with 
the antibody under conditions suitable for the antibody to bind the polypeptide 
to form antibody :polypeptide complex; and detecting the complex, where the 
presence of the complex correlates with the presence of the polypeptide in the 
biological sample. Preparing a polyclonal antibody comprises immunizing an 
animal with (I) or its immunogenic fragment under conditions to elicit an 
antibody response, isolating antibodies from the animal, and screening the 
isolated antibodies with the polypeptide to identify the polyclonal antibody, 
which specifically binds to the polypeptide mentioned above. Making a 
monoclonal antibody comprises immunizing an animal with (I) or its immunogenic 
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fragment under conditions to elicit an antibody response; isolating antibody 
producing cells from the animal; fusing the antibody producing cells with 
immortalized cells to form monoclonal antibody-producing hybridoma cells; 
culturing the hybridoma cells; and isolating from the culture the monoclonal 
antibody, which binds specifically to (I). Detecting the (I) comprises 
incubating the antibody with a sample under conditions to allow specific 
binding of the antibody and the polypeptide; and detecting specific binding 
that indicates the presence of the polypeptide in the sample. Purifying the 
polypeptide comprises incubating the antibody with the sample under conditions 
to allow specific binding of the antibody and the polypeptide; and separating 
the antibody from the sample and obtaining the purified polypeptide. 
Generating an expression profile of a sample, which contains the polynucleotide 
comprises labeling the polynucleotides of the sample; contacting the elements 
of the microarray with the labeled polynucleotides of the sample under 
conditions suitable for the formation of a hybridization complex; and 
quantifying the expression of the polynucleotides in the sample. 

Preferred Antibody: The antibody is a chimeric, single chain, Fab fragment, 
F(ab')2 fragment, or humanized antibody. The antibody is produced by screening 
a Fab expression library or a recombinant immunoglobulin library. 

Preferred Composition: The composition comprising an antibody and an excipient, 
prefers that the antibody is labeled. 

Preferred Array: The array is preferably a microarray. The array comprises a 
linker, which joins at least one of the nucleotide molecules to a solid 
substrate. Each distinct physical location on the substrate contains multiple 
nucleotide molecules having the same sequence at any single distinct physical 
location, and each distinct physical location on the substrate contains 
nucleotide molecules having a sequence, which differs from the sequence of 
nucleotide molecules at another distinct physical location on the substrate. 
The first oligonucleotide or polynucleotide sequence is completely 
complementary to at least 30 or 60 contiguous nucleotides of the target 
polynucleotide . 

Dosage of the polypeptides, polynucleotides, antibodies, agonists or 
antagonists comprised in the composition is 0.1 microg-1 g. Administration can 
be oral, intravenous, intramuscular, intra-arter ial , intramedullary, 
intrathecal, intraventricular, pulmonary, transdermal, subcutaneous, 
intraperitoneal, intranasal, enteral, topical, sublingual or rectal routes. 

SPECIFIC SEQUENCES 

Specifically claimed are human molecules for disease detection and treatment 
polypeptides comprising any of the 69 fully defined sequences of 36-1449 amino 
acids given in the specification. The polynucleotides encoding the 
polypeptides comprise any of the 69 sequences of 616-7783 bp fully defined in 
the specification. 

Expression and purification were achieved using bacterial or virus-based 
expression systems. For expression, the cDNA was subcloned into an appropriate 
vector containing an antibiotic resistance gene and an inducible promoter that 
directs high levels of cDNA transcription. Recombinant vectors were 
transformed into suitable bacterial host, BL21 (DE3). Antibiotic resistant 
bacteria expressed MDDT upon induction with isopropyl 

beta-D-thiogalactopyranoside (IPTG). For purification, FLAG, an 8-amino acid 
peptide, enabled immunoaf f inity purification using commercially available 
monoclonal and polyclonal anti-FLAG antibodies. Purified MDDT was obtained 
comprising any of the 69 sequences of 36-1449 amino acids, fully defined in the 
specification . 
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